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FIGURE 10 
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FIGURE J3 



ATGAAGTTGCCTGTTAGCCTGTTGGTGCTGATGTTCTGGATTCCTGCTTCGAGAAGTGAT . 

1 i + + + + 60 

• TACTTCAACGGACAATCCGACAACCACCACTACAAGACCTAAGGACGAAGGTCTTCACTA 
ATGAAGTTGCCTGTTAGGCTGTTGGTGCT 

oligo MKV-1 L M FWIPASRS D 

end leader peptide 

GTTTTGATGACCCAAATTCCACTCTCCCTGCCTGTCAGTCTTGGAGATCAAGCCTCCATC 

61 ... + ■+ + + + 120 

. CAAAACTACTGGGTTTAAGGTGAGAGGG'ACGGACAGTCAGAACCTCTAGTTCGGAGGTAG' 

V L M T 0 T P T. 55 L P V S L G D O A S T - 

TCTTCCAGATCTAGTCAGAGCATTftTAr.ATAGTAATGGAAACACCTATTTACAATGGTAC 

121 + h + + + + ISO 

AGAACGTCT AGAT C ACT C TCGT AACAT GT ATCAT T AC CTTTGT GGAT AAATGTTACC A? G . 

£ C H § S 0 5 1 V H . S W G N T Y L. Q W Y 

CDR 1 

CTGCAGAAACCAGGTCAGTCTCCAAACCTCCTGATCTACAAAGTTTCCAACCGACTTTAT 

191 + -----|.: — + + + + 240 

GACGTCT.TTGGTCCAGTCAGAGGTTTCGAGGACTAGATGTTTCAAAGGTTGGCTGAAATA ' 

LQKP GQSP KLLXV K V 5 N R L Y 

COB 2 

GGGGTCCCAGACAGGTTCAGTGGCAGTGGATCAGGGACAGATTTCACXCTCAAGATeAGC 

241 + + .— r --+-' + — ~ + 300 

CCCCAGGGTCTGTCCAAGTCACCGTCACCTAGTCCCXGTCTAAACTGTGAGTTCTAGTCG 

GVPDBFSGSGSGTDfTL.KT'S 

AGCCTGGAGGCTGAGGATCTGCCAGTTTATTACTGCTTTCAAGCTTCACATGTTCCGTGC 

301 - ; + ; + : + + + + 360 

TCGCACCTCCCACTCCTAGACCCTCAAATAATGACGAAAGTTCCAAGTGTACAAGGCACC 

SV EAEDLG VYYC t 0 G 5 H V P W 

CDR 3 

GG 

ACGTTCGGTGGAGGCACCAAGCTGGAAATCAAACGGGCTGATGCTGCACCAACTGTATCC 

361 - + + + + — + 420 

TGCAAGCCACCTCCGTGGTTCGACCTTTAGTTTGCCCGACTACGACGTGGTTGACATAGG 

TFG GG. TKLEIK- 

MKC oligo 
TAGAAGGGTGGTAGGTCA 
ATCTTCCCACCATCCAGT 

421 + 438 • 

TAGAAGGGTGGTAGGTCA 



FIGURE 14 



A'X'GATGGTCTTAAGTCTTCTGTACCTCTTCACAGCCATTCCTGGTATCCTGTCTGATGTA 
1 + h + + + » 60 

TACTACCACAATTCAGAAGACATGGACAACTGTCGGTAAGGACCATAGGACAGACTACAT 
MKV-12 ATGATGGTGTTAAGTCTTCTGTACCT 
MHV-8 ATGAGAGTGCTGATTCTTTTGTG 

L L T AIPGI L S D V 
3' end leader peptide 
CAGCTTCAGfiAGTCAGGACCTGGCCTCGTGAAACCTTCTCAGTCTCTGTCTCTCACCTGC 
61 + _ + + + + , 120 

GTCGAAGTCCTCAGTCCTGGACCGGAGCACTTTGGAAGAGTCAGAGACAGAGAGTGGACG 

j 

Q L Q E S G P G L V .K P S 0 S L 3 L T C "' - 

TCTGTCACGGGCTACTCCATCACCGGTGGTTATTTATGGAACTGGATCCGGCAGTTTCCA 

121 • + + + + f 180 

AGACAGT GGCCG A T C ACCTAGTGGCCACCAATAAAT ACCT TGACCT AGGCC G TCAAAGGT 

3VTGY S IT G C Y "L W N W IRQ F P 

CDR 1 

. CGAAACAAACTGGAGTGGATGGGCTACATAAGCTACGACGGTACCAATAACTACAAACCA 
131 , . + _ : + |.. + 240 

CCXTTGTTTGACCTCACCTACCCGATGTATTCGATGCTGCCATGGTTATTCATGTTTGGT* 

GM KLEWMG Y I S Y OG T NN Y K _P . - 

CDR 2 

TCTCTCAAAGATCGAATCTCCATCACTCGTGACACATCTAAGAACCAGTTTTTCCTGAAG 
2A1 + ■ + +■ + + 1 300 

agacagtttctagcttagaggtactgagcactgtgtagattcttggtcaaaaaggacttc 
s l k d risitrdtskn'qfflk 
ttcaattctgtgactaatgaagacacagctacatattactgtgcaagatacggtagggtc 

301 + -r + + h + H60 

AACrrAAGACACTGATTACTTCTGTGTCGATCTATAATGACACGTTCTATCCCATCCCAG 



T. N ' S V T M E 



CDR 3 

GGG 

ttctttgactactggggccaaggcaccactctcacagtctcctcagccaaaacgacaccc 

361 + + + + k- + 420 

aagaaactgatgaccccggttccgtggtgagagtgtcagaggagtcggttttgctgtggg 
ffdywgqgttltvss 



oligo MHC-1 
GGTAGACAGATAGGTGAC 

CCATCTGTCTATCCACTG 

421 43 d 

GGTAGACACATAGGTGAC 



FIGURE 15 




FTCURE 16 



3 7 CDR 1 

7C10 VL mouse DVLMTQIPLSLPVSLGDQASISC RSSQSIVHSNGNTYLQ 

DRB1-4 .3 T. . E 

C94-5B11'CL ,.T ' E 

Kabat sgll inouse . . V. ... T »,,..•..£# 

CDR 2 

7C10 VL mouse WYLQKPGQSPKLLI Y KVSNKLY GVPDRFSGSGSGTDFTL 

DRB1-4.3 ' . .FS : . ... . .• 

C94-5B11' CL .FS 

Kabat sgll mouse FS 

.77 CDR 3 

7C10 VL mouse KISSVEAEDLGVYYC FQGSHVPWT FGGGTKLEIK 

DRB1-4.3 ...R F. ..S....D.. . 

C94-5B11'CL . . . R ........ 

Kabat sell mouse ... R ..... T. . .Y 



FIGURE 17 



CDR 1 

7C10 VL mouse- DVLMTQIPLSLPVSLGDQASISC RSSQSIVH SNGNTYLQ 

GM607 .IV... S TP.EP IX....YN..D 

DPK15/A19 .IV. . . S TP.EP IX. . . .YN. .D 

Kdbat sgll hu '.IV... S TP.EP. . . .IX. .D.XX. .X 

CDR 2 

7C10 VL mouse WYLQKPGQSPKLLI Y KVSNRI.Y GVPDRFSGSGSGTUFTLK 

GM607 Q. . . . LG. . .AS 

DPK15/A19 Q- - - - LG...AS 

Kabat sgll hu Q. . . . L. . . .AS 

CDR 3 

7C10 VL mouse ISSVEAEDLGVYYC FQGSHVPWT FGGGTKLEIK 

GM607 . -R V, M.ALQT.Q Q V. . . 

DPK15/A19 - -R V M.AJLQT. 

Kabat sgll hu . . R V M , ALQX . R . . .Q...V... 



FIGURE 18 



7C10 VL. mouse 
GM 607 

7C10 VL Humanized 1 
7C10 VL Humanized 2 



CDR 1 

DVLMTQIPLSLPVSLGDQASISC RSSQSIVHSNGNTYLQ 

. IV. . .S TP.EP IX .... YN . . D 

. . V . . . S . . • « • .TP.EP. «... ........ ....«..'. 

. I V • . . S ...... T P . E P « • • » • ............ ■ i . ■ 



7C10 VL mouse 
GM 607 

7C10 VL Humanized 1 
7C10 VL Humanized 2 



CDR 2 

WYLQKPGQSPKLLI Y KVSNRLY GVPDRFSGSGSGTDFTL 

Q. . . . LG. . .AS 

-Q - 

, Q 



7C10 VL mouse 
GM 6 07 

7C10 VL Humanized 
7C10 VL Humanized 



CDR 3 

KISSVEAEDLGVYYC FQGSHVPWT FGGGTKLEIK 

. . .R V M.ALQT.Q. . -Q. . .V. . . 

. . .R V Q. . . V. . . 

. . . R V . .Q. . . V. . . 



FIGURE 19 



Mlul 

.• I 

GTCAGAACGCGTGCCGCCACCATGAAGTTCCCTGTTAGGCTGTTGGTGCTGATGTTCTGG 

I + + + + + 60 

CAGTCTTGCGCACGCCGGTGGTACTTCAACGGACAATCCGACAACCACGACTACAAGACC 

M K L PVRLLVLMFW - 
Peptide leader 

TTTCCTGCTTCCAGCAGTGATGTTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTCACC 

61 + + -r- + + + 120 

AAAGGACGAAGGTCGTCACTACAACACTACTGAGT5AGAGGTGAGAGGGACGGGCAGTGG 

2 

F P A S S S DVVMTOSPL.SLPVT 

' CCTGGAGAGCCGGCCTCCATCTCCTGCAGGTCTAGTCAGAGCATTGTACATAGTAATGGA 

121 + + a + h~- + 180 

GGACCTCTCGGCCGGAGGTAGAGGACGTCCAGATCAGTCTCGTAACATGTATCATTACCT 

CDR 1 

PGEf'aSXSC R S S 0 S I V M S N G 
Kpnl 
I 

AACACCTATTTGCAATGGTACCTGCAGAAGCCAGGGCAGTCTCCACAGCTCCTGA1CTAT 

Igl + + i + + + 2A0 

TTGTGGATAAACGTTACCATGGACGTCTTCGGTCCCGTCAGAGGTGTCGACCACTAGATA 

N T Y L Q . W Y L Q K P G Q S P 0 L L I Y 

AAAGTTTCTAATCGGCTTTATGGGGTCCCT6ACAGGTTCAGTGGCAGTGCATCAGGCACA 
241 + 1- — + ~ + + 300 

tttcaaagattagccgaaataccccagggactgtccaagtcaccgtcacctagtccgtgt 

CDR 2 

k v s w r l v gvpdrf sgscsgt 

.gattttacactgaaaatcagcagagtggaggctgaggatgttggggtttattactgcttt 

301 \ + y + + + 360 

ctaaaatctgacttttagtcgtctcacctccgactcctacaaccccaaataatgacgaaa 

oftlkisrvea^edvgvyycr 

caaggttcacatgttccg'tggacgttcggccaagggacctvaggtggaaatcaaacgtgag ' 

361 -+ + + — ---+ + + 420 

GTTCCAAGTGTACAAGGCACCTGCAAGCCGGTTCCCTGGTTCCACCTTTAGTTTGCACTC 
CDR J 

0 G 3 H V P W T FGQC'TKVEIK 

P.amHI 

I*' 
TGGATCCTCTGCG 

421 + 433 

ACCTAGGAGACGC 



FIGURE 20 



tflul 

I 

GTCAGAACGCGTGCCGCCACCATGAAGTTGCCTGTTAGGCTGTTGGTGCTCATCTTCTGG 
I + + + — + + + 60 

C AGTC T T GC GCACGGC G GT GGT ACT T C AACGG AC AAT CC G ACAAC C AC GACT ACAAGACC 

LPVRLLV L M F W - 
Leader peptide 

TTTCCTGCTTCCAGCAGTGATATTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTCACC 

6 i + +- + + + + 120 

AAAGGACGAACiGTr.fiTCACTACAACACTACTGAGTCAGAGGTGAGAGGGACGGGCAGTGG 

2 * ~ 

F_P_A_g _S SniVMTQSP LSLPVT '"'- 

CCTGGAGAGCCGGCCTCCATCTCCTGCAGGTCTAGTCAGAGCATTGTACATAGTAATGGA 

]2V + + + + + -' ISO 

GGACCTCTCCCCCCCAGGTAGAGGACGTCCAGATCAGTCTCGTAACATGTATCATTACCT 

CDR 1 

PGEPA3ISC R S 5 Q 5 I V II S 3J G 
Kpnl 

t 

AACACCTATTTGCAATGGTACCTGCAGAAGCCAGGGCAGTCTCCACAGCTCCTGATCTAT 

1 + + + — : + i 240 

TTGTGGATAAACGTTACCATGGACGTCTTCGGTCCCGTCAGAGGTGTCGAGGACTAGATA 

N T Y I C WYIjQ KFGQS PQLLI Y 

AAAGTTTCTAATCGGCTTTATGGGGTCCCPGACAGGTTCAGTGGCAGTGGATCAGGCACA 

241 + + + + + 300 

-TTTCAAAGAtTAGCCGAAATACCCCAGGGACTGTCCAAGTCACCGTCACCTAGTCCGTGT 
CDR 2 

K V S W R t Y GVPDRFSGSGSGT 

GATTTTACACTGAAAATCAGCAGAGTGGAGGCTGAGGATGTTCCGGTTTATTACTGCTTT 

301 — i— + + + + + 360 

CT AAAAT GT GACT T T T AGTCGTCT CACCT CCCACTC CT ACAACCCC AAAT AAT GAC G AAA 

DFTLK ISR. V E A £ U V G V Y . Y . C F 

CAAGGTTCACATGTTCCGTGGACGTTCGGCCAA'GGGACCAAGGTGGAAATCAAACCTGAC 

361 — + + + + ► + 420 

GTTCCAA.GTGTACAAGGCACCTGCAAGCCGGTTCCCTGGTTCCACCTTTAGTTTGCACTC _ 
' CDR 3 

Q G S H V P W T FGQGTKVEIK 

Bam*! I 
I 

TGGATCCTCTGCG . 

421 + 433 

ACCTACGAGACGC 



FIGURE 21 



17 27 CDR 1 

7C10 VH DVQLQESGPGLVKPSQSLSLTCSVTGYSIT GGYLWN WIRQ 

, AN03'CL S. . Y. . • . , . 

Kabat «gl (A) E . S T D. . . S . . WN. ... 

CX2R -2 

7C10 VH FPGNKLEWMG YTSYDGTNNYKPSLKD RISITRDTSKNQFFL 

AN03' CL N. . .N. . . . N 

KAbat sgl(A) S. STY. N. . . . S Y. . 

fH CDR 3 

7C10 VH KLNSVTNEDTATYYCAR. YGRV-FFDY WGQGTTLTVSS 

AN03'CL T. . E.YGY 

Kabat sgl(A) Q T G.YGYG.. V. . . . 

FIGURE 22 

Rch 1 30 CDR 1 Rah 2 

7C10 VH mouse DVQLQESGPGLVKPSQSLSLTCSVTGYSIT GGYLWN WIRQ 

huaan Kabat sgll Q T T.S.G.VS SYWS 

human VH FURl'CL Q ET T.S. . . .S S. .Y.S 

human Germline Q ' . . ' ET T . S . . . . S S . . Y . S - . - . 

Rch 2 48 CDR 2 61 71 Rch 3 

7C10 VH mouse FPGNKLEWMG YISYDGTNNYKPSLKD RISITRDTSKNQFFL 

human Kabat sgll P . . KG . . . I . R.Y.S.STX.N S . VT - SV ....... S . 

human VH FURl'CL P . . KG . . . I . • SMFRS . SSY . N. . . . S . VT . SV $. 

human Germ-line P. ".KG.. -I. S . YSS . STY . N. . . . S . VT . S V S. 

Rch 3 CDR 3 Rch 4 

7C10 VH mouse KLNSVTNEDTATYYCAR YGRVFFDY WGQGTTLTVSS - 

human Kabat sgll . . S . . . AA . - . V ELPGGYDV ' . .... LV ... . 

human VH FORI' CL Q . R. . . AA . . . V . . . . . GRYCSSTSCNWFDP LV . . . . 

human Germline . . S . . . AA ... V 



FIGURE 23 



30 CDR 1 48 
7C10 VH mouse DVQLQESGPGLVKP5QSLSLTCSVTGYSIT GGYLWN WIRQFPGNKLEWMG 

human germline Q ET T.S....S S..Y.G . . • . P . . KG. . . £. 

VH Humanized 1 Q ET T.S. P.. KG 

VH Humanized 2 Q ET T.S P.. KG... I. 

VH Humanized 3 Q ET T..S.-..S P.. KG... I. 

CDR 2 67 71^ 

7C10 VH mouse YISYDGTNNYKPSLKD RISITRDTSKNQFFLKLNSVTNEDTAT YYCAR 

human germlinc S . FHS . SSY . N . . . . S . VT . SV S . - - S - . - AA - - - V 

vh Kumani ?.ed 1 T.S S...S...AA...V 

VII Humanized 2 VT-S S...S...AA...V 

vh Humanized 3 . VT - SV S . . - S . . . AA . . . V 

CDR 3 

YGRVFFDY WGQGTTLTVSS 

LV. 

LV 



FIGURE 24 



7 CIO VH mouse 
human <jermline 
VH Humanized 1 
VH Humanized 2 
vh humani zed 3 



Mlul 



I 

GTCAGAACGCGTGCCGCCACCATGAAAGTGTTGAGTCTGTTGTACCTCTTGArACCCATT 

I „ „_ + +— +— -+ h + 60 

' CAGTCTTGCGCACGGCGGTGGTACTTTCACAACTCAGACAACATGGAGAACTGTCGGTAA 

M K V L S L LYL L TAI 

Leader peptide 

CCTGGTATCCTGTCTCAGGTGCAGCTTCAGGAGTCGGGCCCAGGACTGGTGAAGCCTTCG 

61 +- + .+ + + + 120 

GGACCATAGGACAGAGTCCACGTCGAAGTCCTCAGCCCGGGTCCTGACCACTTCGGAAGC 

£»GTLSQVQLQES^3PGLVKPS" - 



GAGACCCTGTCCCTCACCTGCACTGTCTCTGGTTACTCCATCACCGGTCCTTATTTATGG 

121 + + + ■» + -~+ 180 

CTCTGGGACAGGGAGTGGACGTGACAGAGACCAATGAGGTAGTGGCCACCAATAAATACC 

30 con i 

ETLSLTCTVSGY3TT G G Y L W - 

AACTGC5ATACGGCAGCCCCCAGGGZVAGGGACTGGAG.TGGATGGGGTATATCAGCTACGAC 

1«1 + + +— -+ ' + 240 

TTG AC C T AT G CC GT CGGGGGTC CCTTC C C T GACCT CAC G T AC C C CAT AT A CT CGAT G CTG 

... : . - 43 

N W I R Q ? ■ P G K G L • E W M G Y I g Y 0 
Kpnl 
I 

GGTACCAATAACTACAAACCCTCCCTCAAGGATCGAATCACCATATCACGTGACACGTCC 

241 "+ + + * + + 300 

CCATGGTTATTGATG'i'TTGGGAGGCAGTTCCTAGCT'iAGTGGTATAGTGCACTGTGCAGG 

CDR 2 -67 71 

G T N W Y _ K P S L K D RITI SRDTS 

AAGAACCAGTTCTCCCTGAAGCTGAGCTCTGTGACCGCTGCGGACACTGCAGTGTATTAC 

301 + + + + + ^ 3 60 

TTCTTGGTCAAGAGGGACTTCGACTCGAGACACTGGCGACGCCTGTGACGTCACATAATG 

K N Q F S L K L S S V T A A ■ D 7. A V Y Y 

TGTGCGAGATACtiGTAGGGTCTTCTTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTC 

361 + +— + - — +— ; + + 420 

ACACGCTCTATGCCATCCCAGAAGAAACTGATGACCCCGGTCCCTTGGGACCAGTGGCAG 
CDR 3 

C A R Y GRVr.FD ._Y WGQGTLVT. V 

BaniHI 
I 

TCCTCAGGXGAGTGCATCCTCTGCG 

421 + + 445 

AGGAGTCCACTCACCTAGGAGACGC 



FIGURE 25 



Mlul 

I 

GTCAGAACGCGTGCCGCCACCATGAAAGTGTTGAGTCTGTTGTACCTCTTGACAGCCATT 
1 + + + + +- + 60 

cagtcttgcgcacggcggtggtacxttcacaactcagacaacatggagaactgtcggtm 

m k v l s l l y l l t a t 

" Leader pepcide 
CCTGGTATCCTGTCTCAGGTGCAGCTTCAGGAGTCGGGCCCAGC5ACTGGTGAAGCCTTCG 
61 + — + - — - + + + + TPO 

gcaccataccacagagtccacgtcgaagtcctcagcccgggtcctgaccacttcggaagc 

p g i l _s q vqlqesgpglvkps"- 

gagaccctgtccctcacctgcactgtctctggttactccatcaccggtggttatttatcg 

121 + f- + : — + i + 130 

ctctgggacagggagtggacgtgacagagaccaatgagctagtcgccaccaataaatacc 

30 CDR 1 

■ e t l s l t c t v s g y s i t c g y l w 
aactccatacggcagcccccagggaagggactggagtggatcccgtatatcagctacgac 

181 + + ■ + +- + 240 

ttgacctatgccgtccggggtcccttccctgacctcacctagcccatatagtcgatgctg 

43 

MWIRQPPGKGLEWIG Y I . S Y D 

Kpnl 

I 

GGTACCAATAACTACAAACCCTCCCTCAAGGATCGAGTCACCATATCACGTGACACGTCC 

241 + + + + -r + 300 

CCATGGTTATTGATGTTTGGGAGGGAGTTCCTAGCTCAGTCGTATAGTGCACTGTGCAGG 

CDH 2 67 71 

GTNNYKPSL K D ft-VTISRDTS 

AAGAACCAGTTCTCCCTGAAGCTGAGCTCTGTGACCGCTGCGGACACTGCAGTGTATTAC 

301 + ■-+ + + + + 360 

rrCTTGGTCAAGAGGGACTTCGACTCGAGACACTGGCGACGCCTGTGACGTCACATAATG 

K N Q F S T . K T . 5 S V T A A D T A V Y y 

TGTGCGAGATACGGTAGGGTCTTCTTTGACTAr.TGGGGCCAGGGAACCCTGCTCACCGTC 

361 — + + + + + + 420 

ACACCCTCTATGCCATCCCAGAAGAAACTGATGACCCCGGTCCCTTGGGACCAGTGGCAG 
CDR 3 

CAR Y C R V F F __D Y W G Q G T L V T V 

BairJlI 
I 

TCCTCAGG? GAG? cg atcctctgcg 
-121 ■ y + 445 

aggagtccactcacctaggagacgc 

S3' 



FIGURE 26 



Mlol 
I 

CTCAGAACGCGTGCCGCCACCATGAAAGTGTTGAGTCTGTTGTACCTCTTGACAGCCATT 

I + + + , + * 60 

CAGTCTTGCGCACCGCGGTGGTACTTTCACAACTCACACAACATGGAGAACTCTCGGTAA 

M KVLSLLYLLT- A I 
Leader peptide 

CCTGGTATCCTGTCTCAGGTGCAGCTTCAGGAGTCGGGCCCAGGACTGGTGAAGCCTTCG 

61 + + 1- +-- i + 120 

GGACCATAGGACAGAGTCCACGTCGAAGTCCTCAGCCCGGGTCCTGACCACTTCGGAAGC 

j 

P G I L S Q V Q L.O E ■ S G F G L V K P S " - 

GAGACCCTGTCCCTCACCTGCACTGTCTCTGGTTACTCCATCAGCGGTGGTTATTTATGG 

1?J + — + + + — — + + 190 

CTCTGGGACAGGGAGTGGACGTGACAGAGACCAATGAGGTAGTCG^CACCAATAAATACC 

30 COR I 

ETLSLT CTVSGYSIS G G Y T. W 

AACTGGATACGGCAGCCCCCAGGCAACCCACTGGAGTGGATCGGGTATATCAGCTACGAC ' 

1 31 + 1 — - + — -+ > 240 

TTGACCTATGCCGTCGGGGGTCCCTTCCC1 % GACCTCACCTACCCCATATAGTCGATGCTG 

48 

N W IRQPPCKGLEW IC Y I S. Y D 
Kpnl 
I 

GGTACCAATAACTACAAACCCTCCCTCAAGGATCGAGTCACCATATCAGTGGACACGTCC 

24i + f + i -r + 300 

CCATGGTTATTGATGTTTGGGAGGGAGTTCCTAGCTCAGTGGTAl'AGTCACCTGTGCAGG 

COR 2 67 71 

GTN'NYKPSLKU KVTISVDTS 

AAGAACCAGTTCTCCCTGAAGCTGAGCTCTGTGACCCCTGCGGACACTGCAGTGTATTAC 

3C1 + + + + + 1 360 

TTCTTGGTCAAGAGGGACTTCGACTCGAGACACTGGCGACGCCTGTGACGTCACATAATG 

K ' N Q F SLKLSSVTAAD^- TAVYY 

TGTGCGAGATACGGTAGGGT CTTCTTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTC 

361 + + + + — + y 420 

ACACGCTCTATGCCATCCCAGAAGAAACTGATGACCCCGGTCCCTTGGGACCAGTGGCAG 
CDR 3 

CAR Y G R V F F D Y WGQGTLVTV 
BamHi 

TCCTCAGGTGAGTGGATCCTCTGCG 

421 + * 445 

AGGAGTCCACTCACCTAGGAGACGC 

S S . 
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_ * <? <2> A* <£ 

Ci* C>- <V 1^ <b* ^ , 

Human lgG1/Kappa concentration 
(ng/ml) 



-7C10 chirn6rique 

-7ClOHhum1/7C10Lhum 
1 

-7C10H Chimerique/7C10L 
hum 1 

■7C10H hum 1 / 7C10 L 
chlm6rtque 
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-7C10Hhum 1/7C1QLhum 
1 

-7C10 H hum 1 / 7C10L num 2 



concentration in ng/ml 



FIGURE 29 



4 , ■ 1 




Human igGl/kappa concentration (ng/ml) 



FIGURE 30 




Days 



A549 



MCF-7 




E/T ratio E/T ratio 



FIGURE 32A FIGURE 32B 




E/T ratio E/T ratio 



FIGURE 32C 



FIGURE 32D 



-IGF1 



+ IGF1 (50 ng/ml) 




FIGURE 33C 





FIGURE 34B 
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Controls 5C2 7C10 7m2hM 

0 s " 
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FL1-H 

FIGURE 37A 



FL1-H 

FIGURE 37B 





FIGURE 39 



FIGURE 40 A 



TGF-T 50 ng/ml 



0 0 9G4 7C10IgGl7H2HMlH7 

IS 
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TyrP 



IRS-I 



IGF-I 50 ng/ml 



0 0 9G4 7C10 IgGl7H2HM 1H7 
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Incubation 532 1532 1 

time 
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